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Figure 1 



(A) Small ligand-Caspase Hetero-tetramer (after N-terminal 
processing) 



(B) Single-chain Fv (VL-VH format)- 
Caspase Hetero-tetramer 



(C) Caspase Heterotetramer- 

Single-chain Fv (VL-VH format) 



(D) Fab-(Heavy chain fusion) 
Caspase Hetero-tetramer 



(E) Caspase Hetero-tetramer 
Fab-(Heavy chain fusion) 
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Figure 1 (cont) 



(F) F(ab')2-Caspase heterotetramer 
Heavy chain fusion 



XG) Caspase heterotetramer-F(ab')2 
Heavy chain fusion 



(H) IgG-Caspase heterotetramer 
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Figure 2 
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Figure 3 



ATGAAATACCTATTGCCTACGGCAGCCGCTGGATTGTTATTACTCGCGGCCCAGCCGGCC 
MKYT, T, PTAAAGL L L L A A Q E A 

61 120 
AWSCCCAGGTGCAGCTGGTGCAGTCTGGGGCAGAGGTGAAAAAGCOTGGGGCCTCAGTG 
_M h QVQLVQSGAEVKKPGASV 

121 180 
AAGGTGTCCTGCAAGGCTTCTGGCTACACCTTCAGTGCCTACTGGATAGAGTGGGTGCGC 
KVSCKASGYTFSA Y W I E W V R 

181 240 
CAGGCTCCAGGAAAGGGCCTCGAGTGGGTCGGAGAGATTTTKCCTGGAAGTAATAATTCT 
QAPGKGLEWVGEILPGSNNS 

241 300 
AGATACAATGAGAAGTTCAAGGGCCGAGTGACAGTCACTAGAGACACATCCACAAACACA 
RYNEKFKGRVTVTRDTSTNT 

301 360 
GCCTACATGGAGCTCAGCAGCCTGAGGTCTGAGGACACAGCCGTCTATTACTGTGCAAGA 
AYMELSSLRSEDTAVYYCAR 



361 420 
TCCTACGACTTTGCCTGGTTTGCTTACTGGGGCCAAGGGACTCTGGTCACAGTCTCCTCA 
SYDFAWFAYWGQGTLVTVSS 
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Figure 3 (cont) 



421 480 
GCCTCCACCAAGGGCCGATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGG 
ASTKGPSVFPLAPSSKSTSG 

481 540 
GGC^CAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGAGGGTGTGG 
GTAA- LiGCLiVKDYFPEPVTVS 

541 600 
TGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCA 
WNSGALTSGVHTFPAVIiQSS 

601 660 
GGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACC 
GLYSLSSVVTVPSSSLGTQT 

661 720 
TACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGGTGGA 
YICNVNHKPSNTKVDKKV Q G 

Nc o £ 

721 780 
GGCGGTTCAGGCGGAGGTGGCTCTGGTGGAGGCGGTTCCATOGCGATCGATACAGACAGT 
_J3 G S G G G G G G G G fl M A I D T D S 

1261 1320 
GGTGTTGATGATGACATGGCGTGTCATAAAATACCAGTGGATGCCGACTTCTTGTATGCA 
GVDDDMACHKIPVDADFL Y A 

1321 1380 
TACTCCACAGCACCTGGTTATTATTCTTGGCGAAATTCAAAGGATGGCTCCTGGTTCATC 
YSTAPGYYSWRNSKDGSWFI 
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Figure 3 (cont) 

1381 1440 
CAGTCGCTTTGTGCCATGCTGAAACAGTATGCCGACAAGCTTGAATTTATGCACATTCTT 
QSLCAMLKQYADKLEFMHIL 



1441 1500 
ACCCGGGTTAACCGAAAGGTGGCAACAGAATTTGAGTCCTTTTCCTTTGACGCTACTTTT 
TRVNRKVATEFESFSFD ATF 



1501 1560 
CATGCAAAGAAACAGATTCCATGTATTGTTTCCATGCTCACAAAAGAAeTCTATTTTTAT 
HAKKQIPCIVSMLTKELYFY 



1561 1620 
CACGATGAAGTTGATGGTGGATeGCCGATGGAGAACACTGAAAACTACGTGGATTCAAAA 
HDEVDGGSPMENTENS V D S K 



781 840 
TCCATTAAAAATTTGGAACCAAAGATCATACATGGAAGCGAATCAATGGACTCTGGAATA 
SIKNLEPKIIHGSESMDSGI 



841 900 
TCCCTGGACAACAGTTATAAAATGGATTATCCTGAGATGGGTTTATGTATAATAATTAAT 
S L D N S Y K M D YPEMGLCIIIN 



901 960 
AATAAGAATTTTCATAAAAGCACTGGAATGACATCTCGGTCTGGTACAGATGTCGATGCA 
NKNFHKSTGMTSRSGTDVDA 



961 1020 
GCAAACCTCAGGGAAACATTCAGAAACTTGAAATATGAAGTCAGGAATAAAAATGATCTT 
ANLRETFRNLKYEVRNKNDL 
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Figure 3 (cont) 



1021 1080 
ACACGTGAAGAAATTGTGGAATTGATGCGTGATGTTTCTAAAGAAGATCACAGCAAAAGG 
TREEIVELMRDVSKEDHSKR 

1081 1140 
AGCAGTTTTGTTTGTGTGCTTCTGAGCCATGGTGAAGAAGGAATAATTTTTGGAACAAAT 
S-SFVCVLLSBGEEGIIFGTN 

1141 1200 
GGACCTGTTGACCTGAAAAAAATAACAAACTTTTTCAGAGGGGATCGTTGTAGAAGTCTA 
GPVDLKKITNFFRGDRCRSL 

1201 1260 
ACTGGAAAACCCAAACTTTTCATTATTCAGGCCTGCC^GGTA<!:A<3A&CT<3GftGTGT-GGC 
TGKPKLFIIQACRGTELDCG 

M I 

1261 1320 
ATTGAGAC^CAGGSr^©A:<mAGCTTGCGGCCGC^^ 
I E T D V D K L fl a h L E H H H H H H * 

Bpult02 ; I 

1321 1380 
GATCCGGCTGCTAACAAAGCCCGAAAGGGCTGAGTTGGCTGCTGCCACCG&TGAGgGAAA 



1381 1440 
TTAATACGACTCACTATAGGGAGACCACAACGGTTTCCCTCTAGAAATAATTTTGTTTAA 



8/20 



Figure 3 (cont) 

1441 150 o 

CTTTAAGAAGGAGATATACATATGAAATACCTATTGCCTACGGCAGCCGCTGGATTGTTA 
M K Y L L P T A A A a t, t, 

1501 1560 
TTACTCGCGGCCCAGCCGGCAATGGCCGACATCCAGATGACCCAGAGCCCAAGCAGCCTG 
— L L fi A Q E A M A DIQMTQSPSSL 

1561 1 €2 0 
AGCGCCAGCGTGGGTGACAGAGTGACCATCACCTGTAAGTCCAGTCAGAGCCTTTTATAT 
SASVGDRVTITCKSSQSLLY 

1621 1680 
AGTAGCAATCAAAAGATCTACTTGGCCTGGTAGCAGCAGAAGCCAGGTAAGGCTCCAAAG 
S SNQKIYLAWY QQKPGKAPK 

1681 1740 
CTGCTGATCTACTGGGCATCCACTAGGGAATCTGGTGTGCCAAGCAGATTCAGCGGTAGC 
LtlrlYWASTRESGVPSRFSGS 

1741 1800 
GGTAGCGGTACCGACTTCACCTTCACCATCAGCAGCCTCCAGCCAGAGGACATCGCCACC 
GSGTDFTFTISSLQPEDIAT 

1801 1860 
TACTACTGCCAGCAATATTATAGATATCCTCGGACGTTCGGCCAAGGGACCAAGGTGGAA 
YYCQQYYRYPRTFGQGTKVE 



1861 1920 
ATCAAACGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTG 
I KRTVAAPSVFIFPPSDEQL 



9/20 

Figure 3 (cont) 



1921 1980 
AAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAA 
KSGTASVVCLLNNFYPREAK 



1981 2040 
GTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAG 
VQWKVDNALQSGNSQESVTE 



2041 '2100 
CAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGAC 
QDSKDSTYSLSSTLTLSKAD 

2101 2160 
TACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTC 
YEKHKVYA C E VTHQGLSS P V 



8full02 I 

2161 2206 
ACAAAGAGCTTCAACAGGGGAGAGTGTTAGTAGCAATGGG©TGAGC 
TKSFNRGEC* * 
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Figure 4 
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Figure 5 



10 20 30 40 50 60 

CCATGGGGCAGGTGAAACTGCAGCAGTCTGGGGCAGAACTTGTGAGGTCAGGGACCTCAG 
GGTACCGGGTCCACTTTGACGTCGTCAGACCCCGTCTTGAACACTCCAGT.CCCTGGAGT„C 
MGQVKLQ QSGAELVRSGTS 

70 80 90 100 • 110 120 

TCAAGTTGTGCTGCACAGCTTCTGGCTTCAACATTAAAGACTCCTATATGCACTGGTTGA 
AGTT C AACAGGAC GT GT C GAAGACCGAAGT T GT AAT TT C T GAGGAT AT AC GT G ACCAACT 
VKLSCTASGFNIKDSTMHWL 

130 140 150 160 170 180 

GGCAGGGGCCTGAACAGGGCCTGGAGTGGATTGGATGGATTGATCCTGAGAATGGTGATA 
CCGTCCCCG-GACTTGTCCCGGACCTCACCTAACCTACCTAACTAGGACT.CTmCCACTAT 
RQGPEQGLEWIGWI DPENGD 

190 200 210 220 230 240 

CTGAATAT-GCCCCGAAGTTCCAGGGCAAGGCCACTTTTACTACAGACACATCCTCCAACA 
GACTTATACGGGGCTTCAAGGTCCCGTTCCGGTGAAAATGATGTCTGTGTAGGAGGTTGT 
TEYAPKFQGKATFTTDTSSN 

250 260 270 280 290 300 

CAGCCTACCTGCAGCTCAGCAGCCTGACATCTGAGGACACTGCCGTCTATTATTGTAATG 
GTCGGATGGACGTCGAGTCGTCGGACTGTAGACTCCTGTGACGGCAGATAATAACATTAC 
TAYLQLSSLTSEDTAVYYCN 
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Figure 5 (cont) 



310 320 330 340 350 360 

AGGGGACTCCGACTGGGCCGTACTACTTTGACTACTGGGGCCAAGGGACCACGGTCACCG 
TCCCCTGAGGCTGACCCGGCATGATGAAACTGATGACCCCGGTTCCCTGGTGCCAGTGGC 
EGTPTGPYYFDYWGQGTTVT 

370 380 390 400 410 420 

T CT C C T CAGGT GGAGGCGGT T C AGGCGGAGGT GGCTCTGGCGGT GGCGGAT C AGAAAAT G 
AGAGGAGTCCACCTCCGCCAAGTCCGCCTCCACCGAGACCGCCACCGCCTAGTCTTTTAC 
VSSGGGGSGGGGSGGGGSEN 

430 440 450 460 470 480 

TGCTCACCCAGTCTCCAGCAATCATGTCTGCATCTCCAGGGGAGAAGGTCACCATAACCT 
ACGA&TSGGT'CAGAGGTCGTTAGTACAGACGTAGAGGTCCC-€T€TI , CCAGTGGTATTGGA 
VLTQSPAIMSASPGEKVTIT 

490 500 510 520 530 540 

GCAGTGCCAGCTCAAGTGTAAGTTACATGCACTGGTTCCAGCAGAAGCCAGG.CACTTCTC 
CGTCACGGTCGAGTTCACATTCAATGTACGTGACCAAGGTCGTCTTCGGTCCGTGAAGAG 
CSASSSVSYMHWFQQKPGTS 

550 560 570 580 590 600 

CCAAACTCTGGATTTATAGCACATCCAACCTGGCTTCTGGAGTCCCTGCTCGCTTCAGTG 
GGTTTGAGACCTAAATATCGTGTAGGTTGGACCGAAGACCTCAGGGACGAGCGAAGTCAC 
PKLWIYSTSNLASGVPARFS 
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Figure 5 (cont) 



610 620 630 640 650 660 

GCAGTGGATCTGGGACCTCTTACTCTCTCACAATCAGCCGAATGGAGGCTGAAGATGCTG 
CGTCACCTAGACCCTGGAGAATGAGAGAGTGTTAGTCGGCTTACCTCCGA.CTT..CTACGAC 
GSGSGTSYSLTISRMEAEDA 

670 680 690 700 710 720 

CCACTTATTACTGCCAGCAAAGGAGTAGTTACCCACTCACGTTCGGTGCTGGCACCAAGC 
GGTGAATAATGACGGTCGTTTCCTCATCAATGGGTGAGTGCAAGCCACGACCGTGGTTCG 
ATYYCQQRSSYPLTFGAGTK 

730 740 750 760 770 780 

TGGAGCTGCAACCGGGAGGTTCTGGAGGAACCATGGCGATCGATACAGACAGTGGTGTTG 
ACCTCGACGTTGGCCCTCCAAGACCTCCTTGGTACCGCTAGGTATGTCTGT-CACCACAftC 
LELQPGGSGGTMAIDTDSGV 

790 800 810 820 830 840 

ATGATGACATGGCGTGTCATAAAATACCAGTGGATGCCGACTTCTTGTA.TGCATACTCCA 
TACTACTGTACCGCACAGTATTTTATGGTCACCTACGGCTGAAGAACATACGTATGAGGT 
DDDMACHKI PVDADFLYAY S 

850 860 870 880 890 900 

CAGCACCTGGTTATTATTCTTGGCGAAATTCAAAGGATGGCTCCTGGTTCATCCAGTCGC 
GTCGTGGACCAATAATAAGAACCGCTTTAAGTTTCCTACCGAGGACCAAGTAGGTCAGCG 
TAPGYYSWRNSKDGSWFIQS 
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Figure 5 (cont) 



910 920 930 940 950 960 

TTTGTGCCATGCTGAAACAGTATGCCGACAAGCTTGAATTTATGCACATTCTTACCCGGG 
AAACACGGTACGACTTTGTCATACGGCTGTTCGAACTTAAATACGTjGTAAGAAIGGGCCC 
LCAMLKQYADKLEFMH I LTR 

970 980 990 1000 1010 1G2G 

TTAACCGAAAGGTGGCAACAGAATTTGAGTCCTTTTCCTTTGACGCTACTTTTCATGCAA 
AATTGGCTTTCCACCGTTGTCTTAAACTCAGGAAAAGGAAACTGCGATGAAAAGTACGTT 
VNRKVATEFESFSFDATFHA 

1030 1040 1050 1060 1070 1080 

AGAAAC AGATT C CAT GT AT T GT T T C CAT GCT C AC AAAAGAACT CT AT T T T TAT C ACGAT G 
T CT T T GT-C TAAGGT AGAT AAC AAAGGT AC GAGT GT T T T C TT GAGATAAAAAT AGTGCTAC 
KKQIPCIVSMLTKELYFYHD 

1090 1100 1110 1120 1130 1140 

AAGTTGATGGTGGATCCCCGATGGAGAACACTGAAAACTACGTGGATTCAAAATCCATTA 
TTCAACTACCACCTAGGGGCTACCTCTTGTGACTTTTGATGCACCTAAGTTTTAGGTAAT 
EVDGGSPMENTENYVDSKSI 

1150 1160 1170 1180 1190 1200 

AAAATTTGGAACCAAAGATCATACATGGAAGCGAATCAATGGACTCTGGAATATCCCTGG 
TTTTAAACCTTGGTTTCTAGTATGTACCTTCGCTTAGTTACCTGAGACCTTATAGGGACC 
KNLEPKI IHGSESMDSGISL 
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Figure 5 (cont) 



1210 1220 1230 1240 1250 1260 

ACAACAGTTAT AAAAT GGATTAT CCT GAGATGGGT TTAT GT AT AAT AATTAAT AAT AAGA 
T GTT GTCAAIAT TTT ACCTAAT AGGACT CT ACCCAAAT ACAT ATTAT TAAT.T AT-IATT CT 
DNSYKMDYPEMGLCI IINNK 

1270 1280 1290 1300 1310 1320 

ATTTTCATAAAAGCACTGGAATGACATCTCGGTCTGGTACAGATGTCGATGCAGCAAACC 
TAAAAGTATTTTCGTGACCTTACTGTAGAGCCAGACCATGTCTACAGCTACGTCGTTTGG 
NFHKSTGMTSRSGTDVDAAW 

1330 1340 1350 1360 1370 1380 

T CAGGGAAAC AT T CAGAAACTT GAAAT ATGAAGT CAGGAAT AAAAAT GAT CT T ACACGT G 
AGTCCCTTTGTAAGTCTTTGAACTTTATACTTCAGTCCTTATTTTTACTAGAATGTGGAC 
LRET FRNLKYEVRNKNDLTR 

1390 1400 1410 1420 1430 1440 

AAGAAAT T GT GGAAT T GAT GCGT GAT GT T T CT AAAGAAGAT C ACAGC AAAAGGAGCAGT T 
TTCTTTAACACCTTAACTACGCACTACAAAGATTTCTTCTAGTGTCGTTTTCCTCGTCAA 
EE IVELMRDVS KEDH SKRS S 

1450 1460 1470 1480 1490 1500 

TTGTTTGTGTGCTTCTGAGCCATGGTGAAGAAGGAATAATTTTTGGAACAAATGGACCTG 
AACAAACACACGAAGACTCGGTACCACTTCTTCCTTATTAAAAACCTTGTTTACCTGGAC 
FVCVLLSHGEEGI I FGTNGP 
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Figure 5 (cont) 



1510 1520 1530 1540 1550 1560 

TTGACCTGAAAAAAATAACAAACTTTTTCAGAGGGGATCGTTGTAGAAGTCTAACTGGAA 
AACTGGACTTTTTTTATTGTTTGAAAAAGTCTCCCCTAGCAACATCTTCAGATTJGACCTJ 
VDLKKITNFFRGDRCRSLTG 

1570 1580 1590 1600 1610 1620 

AACCCAAACTTTTCATTATTCAGGCCTGCCGTGGTACAGAACTGGACTGTGGCATTGAGA 
TTGGGTTTGAAAAGTAATAAGTCCGGACGGCACCATGTCTTGACCTGACACCGTAACTCT 
KPKLFI IQACRGTELDCGI 'E 

1630 1640 1650 1660 1670 

CACAGGTCGACAAGCTTGCGGCCGCACTCGAGCACCACCACCACCACCACTGA 
GTGTCCAGCTGTTCGAACGCCGGCGTGAGCTCGTGGTGGTGGTGGTGGTGACT 
TQVDKLAAALEHHHHHH * 
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Figure 6 
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Figure 7 
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Figure 8 
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